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Mezlocillin @A B TIC BT 5 B 5K AR

¥ X-HI EA-RE RU-LE @R
WH H-WH Wk BT KR K
L S M e SRy B Y B

(TR 60 %4 A 3 HEAM)

1) BRENSRHES I, Ea8R=>) v ThS Meocillin (MZPC, Baypen®) 2g % &
WMEL, toMldi IUBEHPBTREYATE LIz, fi# & © Crossover test i2ix Ampicillin
(ABPC) 2g %\ 1z,

2) MZPC 0Py, MR 15 S8 1o MW(H 142,599, 0 ug/ml, 1B5MIH% 56.4+
20.1pg/ml, 3B§MHE 16.9+6.6 ug/ml TH » f2o ABPC DRy bk BE & MR OB ER L 15
A RRIE 148.2+£110. 1 pg/ml, 1 B§MIE 46.1+22, 1 ug/ml, 3E§MIE 9.7+5.0 ug/ml TH-
o

3) MZPC D¥BHEH MBS, AN 2 RMS& B E 1,136.41895.4 ug/ml %KL, 3
BSR4 12 1, 008, 6938, 3 pg/ml L REMEE HHEFF LT\ o —77, ABPC T 3 By o I 20. 9
+21.7 pg/ml ¥RTIZTEY, LBBPEMTH -1,

4) MZPC r ABPC BB HHREYR—EACHE T 5 L, &4 DFHETIZ MZPC ©
1,275.7+980,. 0 ug/ml {2, ABPC o 25.5+20.7 ug/ml X b < 15 56 528 £\ B+
&Et;ﬁ Lf\:o

5) IEAEREIENIES LIcEM Tk, MZPC, ABPC k4 iclEH BT RIEHIEME
Rl

6) MZPC & ABPC » MIC % H#3T 5L, 77 sMBtEE T2 ABPC AR T\ 7cpd, IBE
BIECEENIEEL Abh 3 75 sfaEEics LT MZPC » MIC i 1.56~100 gg/ml Z{E<

ABPC X h@h T\ 1o,

RBEFIREFE X 5 L Bbh 5 BUROBERRZEMITREDIh -1,

BRERC ST 5 LEMELFBHCTRS IR, ¥
EREOREL X0 ENBZREYRET I LTHY,
ILRBRBAOEORW X NH T 5 LK e LEME
HoREABOhEF gk b, o FAIREERR
ECsVWTLAKTH 5,

MIPC iz, K4 v, A4 = A HEEFRFRFC
W, ABPC o @i 7 vt r X > THA
REARIhh7oavvtd FR=v) Y TCH B,
MIPC 1z ABPC, CBPC LT, 75 siiRE
ERTB3HEHML, PC MlohCcAMEEELD
B-lactamase %} LTEETH b, P.aeruginosa b
BB PC Hlo—o2 LTEHEh TV 3,

AERAR, BHEBFOBEVEVWbh3ZD Mez-
locillin (MZPC) %, Mr~=vy vRuEHE ABPC
LBtz LT, BABRRECHTHREELLTO
RN Lo cHET 5,

I. MMeEFHE

A& TARFD 58 4 12 B X hFRFI 59 4£5 A ¥ T4
iRV N v —oRRfTFLIC8 6 (BXBs XV
LIEEREEG6 6, FARKEELH, EREBIcX5M
ENRELF) T FM 49 B o 82 & (P 69
&) TBEH3IMA, TS5 HAITH T, MR - KB
BRER LV T-tube FU3— 686l FARIKREIR
$ L0 T-tube FL+r—o 16, PTC-Frvr—v 146l
T&»% (Tablel),

MZPC 3 X U¢ ABPC nfEH+BTHARL, MkiE
WEOHREY fIELT7HE X VB LI, MZIPC2g
WAEBAKK 100ml L 302 TRIEBIEL,
1 IEEaRAE 15 4y, 30 4%, 60 4%, 120 4, 180 Zricik
1L, FksiciBH% T-tube X hEREL, 1/15M v v
Buffer C 10 {Zic &R Lictk, —20°C CHERE LI

M3 X ORH o RHRERE X RERC B. sub-
tilis ATCC 6633 % (/] L EX PR ik #e & (cup me-
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Table 1 Cases of biliary drainage
Case Age Sex Disease Operation T.B. GOT GPT Al-P rGTP
Cholecyst Cholecystectomy
1 . .
6 d -choledocholithiasis | T-tube drainage 0.8 n % 7 5.8
Cholecyst Cholecystectomy
2 82 * -choledocholithiasis | T-tube drainage 0.5 u 9 5 23
Cholecyst Cholecystectomy
3 & * | <choledocholithiasis | T-tube drainage | °-° 2 % 7 41
Cholecyst Cholecystectomy
¢ © | * | Choledocholithiasis | T-tube drainage | % a7 » 8 4.6
5 75 £ | Choledocholithiasis | Cholecystestomy |, g 38 a5 n | 3
T-tube drainage
e s Cholecyatectomy
6 72 td Choledocholithiasis , 1.0 80 154 24 4.5
T-tube drainage
Intrahepatic Left lobectomy
4 68 * cholelithiasis T-tube drainage 0.5 1% 163 13 12.9
Obstructive .
8 58 4 jaundice PTC-drainage 6.9 36 20 20 27.3
mg/dl iu/1 iu/l KAU i/l

thod) I TRE L1z,

fo¥l & Crossover test "Cit ABPC %M\, %o
2g ¥AWMEL, MZPC L ARV, £ORER
Miz2~3HE L, ¥-BHHoMERESE MIC JU
B DD T ER RO IRE A — & — R E L
BARCERMEFSPMEH » THE LI,

II. & "
T-tube #ifT 7 Hlo MZPC 2 g AiEmEBltatk O

Fig.1 Mean serum concentration of MZPC and
ABPC after 2g intravenous drip injection
—Crossover—

o—o MZPC
150 o-a ABPC
"‘E n=7
®
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Moeh B 2 ARGEARS 15 HH I RMEM 142, 5499, 0 ug/
ml, 1B§MI%Ic 56.4+20.1pg/ml, 3BSRIEEIC 16.9+
6.6 ug/ml THH, ABPC Oy -hiE i 1l L
BEEID VAR B - ot SR EEIR Kh okt
(Fig. 1),

—7%, T-tube }1T 7 4D MZPC ORSHMEH BT
RNk SE I LA L, 2RMECREE 1,136.4%
895. 4 pg/ml %R LC 3 EEMIBI= b 1,008.6+938.3 pg/
ml & EMEE R HERE LT\ 2o ABPC Ol +RE
i3 3 RS IR A 20. 9421, 7 pg/ml ZRTic T ¥ T,
L& EPALIEBETH - - (Fig. 2),

Fig.2 Mean biliary excretion of MZPC and ABPC
after 2 g intravenous drip injection—Cross-
over—
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Table 3 MIC of MZPC and ABPC on isolated

Fig.3 Difference of maximum biliary concentra-
organisms (ug/ml)

tion of MZPC and ABPC

. Organism ABPC MZPC
n= 3 R
ml ------ Mean concentration S. epidermidis 3.13 3.13
~ : 13 3.13 6.25
% 'y S. xylosis 0.1 1.56
3 3 0.1 1.56
§ S. haemolyticus 0.2 0.78
) 4200 g
5 2000~ S. fascalis 0.39 3.13
0.78 1.56
\ S. intermedius 0.78 6.25
sxooov- \ -1°°§ E. coli 0.78 1.56
8 >100 25
 — U Klebsiella pneumoniae >100 50
P. aeruginosa >100 12.5
MEPC ABPC >100 12.5
>100 25
T-tube fE64 7 Ic ¥\ C MZPC & ABPC il >100 100
) _ ' MZPC , >100 >100
HRE (Fig.$) ¥M—ENTURT 5L, 20 Enterabacier cl 100 po
CERRM ORMAE 2,940 pg/ml) %R L, MZPC i F——— —
ABEC 0 15 i1 &> 528 f§ DR B FMBE LR L1z, roldes ureolyticu i 12.5

(10° cells/ml)

hELDOREDOER Ligd - EATH 5,
Table 3 (PR D AWMIEINCIEH X D HRRATE L
oMl L, &4 10%ml M X3 MZPC . ABPCo
MIC %R Lizo R LI-MEMEEN 18 # (75 ABBHE

Table 2 Concentration of MZPC and ABPC in T-tube bile after intravenous drip infusion

L L MZPC % ABPC C{ lAH$HBTOEMMICEL
EARAD R, Table2 DfEM 812, ABMEBI LS
EAABERES L PTC-F L — S WfF L b D
th5, MZPC § ABPC b bl B 1= el LR il
EXERIES, PTC-F v — oo C IRHHH IR

(Bioassay)
" Case Hepatic Drug Biliary concentration (ug/ml)
~ No. function +hr. +hr. 1hr. 2hrs. 3hrs.
MZPC 2g - - - 1,270 1,200
' Normal ABPC 2g - - 30 48 39
. MZPC 2g - - 28.5 290 420
: 2 Normal ABPC 2g - 0.05 2 13 28
MZPC 2g 7.3 430 1,890 2,480 1,670
o3 Normal ABPC 2g 0.08 3.1 0.46 0.86 4.7
Slightly MZPC 2g - 90 1,140 825 290
¢ disordered ABPC 2g - 10.5 18 5.2 1.8
Slightly MZPC 2g - - 250 360 220
’ disordered ABPC 2g - - 6.3 5.9 3.0
Slightly MZPC 2g - 0.38 78 300 320
° disordered ABPC 2g - 0.38 3.3 10.5 7
Slightly MZPC 2g 230 1,000 1,880 2,430 2,940
7 disordered ABPC 2g - — 9.1 2 63
T Obstructive MZPC 2g - - - 1.7 1.35
—_ jaundice ABPC 2g - - 0.37 - -
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Table 4 Clinical isolates according to the year from biliary organisms
. (1978~1983)
Biliary organism 54 55 56 57 58 Total %
E. coli 16 27 56 57 5 | 212 | 26.7
Klebsialla 17 27 4% 39 37 | 166 | 20.9
Pseudomonas 20 18 % 15 5 2 | 1.6
G | Enterobacter 8 9 19 21 16 73 9.2 650
(=) | Serratia 3 5 7 5 4 2% 3.0 | (81.9%)
Citrobactey 1 0 10 1 5 17 2.1
Proteus 3 2 11 9 4 29 3.7
other GNB 7 8 4 6 12 K1/ 4.7
S. aureus 3 4 2 9 5 23 2.9
G | S evidérmidis 4 12 5 10 7 3 4.8 124
(1) | S faacalis 1 3 10 u 18 46 58 | (15 6%)
S. vividans 2 4 3 0 0 9 1.1 el
other GPC 0 2 1 5 0 8 1.0
B. fragilis 0 1 1 0 5 7 | 09 u
An | Eubacterium 1 1 0 0 0 2 03 | 1 i
Clostridium 0 0 2 0 0 2 0.3 e
Candida 0 0 0 5 4 9 1.1
Total 86 | 123 | 211 19 | 178 | 794 | 100
Table 5 Sensitivity of clinical biliary organism to antibiotics
(1978~1983)
Strains E. coli Klebsiella Pseudomonas | Enterobacter S aureus S. epidermidis
Drugs (278) (196) (65) (142) (11) (6)
ABPC |31%  []10% 0% ] 21% 100% 0%
SBPC [ 7 | D 2% 8] a7_| 100 0
MZPC | 75 |
CEz [ % L 100
CET [ 80 | {100 0 100
cMz |10 88 [ | o [ 100
CPZ 95 100 50 | 69 | [100 100
GM 100 100 64 | g |
TOB 100 100 62 | 100
AMK  [100 100 58 | 80 |
cP 67 | 100 0 71 ] (100 0

Btk /5L OK MIMELIK T hbd

LTWAZ it DL ItBEIN TN,

av

xt35 MZPC & ABPC » MIC %+, 75
ABHE T2 ABPC #MELA 7 5 ASKE TI1Z MZPC
PE ot -
III. * ®
RRERRS L, €YY RAECERBERECAZ Y

AT R—LREOERKEEL TS, BEEOFELER
HRERLERX DR TVWBY, ThbHEEKR LER
ROBERTF & LTz, BHFHAEIBLEETHY,
RAEORE L T ORFBRELRET 5 LHLET
B%o
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RO« DRBLIC IS BRERI 54 5 & HEF0 584
g2 co BIHHERO RS MER L 2D & (Table
D), 26T 794 BROMSH, TORTY I AMENH
60 #k (8.9%) T b, MMFITIX E. coli pt 212 ¥k
%6.7%) LR &L, KRWT Klebsiella, P.seudomo-
xas, Enterobacter k& BER D W|EHSMY & 11 ik B
FChotso MEEIIZ 11 Bk Q. 4%), XMk 9 &%
(1L1%) -t h b OMZER 57 M550
htkh, METIHRMRREICHER O 5 L RN
TIRERERRLETH 5,

L LEEERMEI SV TR Y 2 AN ERTH
y, e E.coli, Klebsiella o3t LCMESRi%E DD 5 KX
PE—RIRFE LTEEIhDZIRZTHS D,

o ClE A 3 S A O IOV TR 4

okBicis 2RA 54 £XH HAT 58 £ ¥ CoOM
e BT OV TR R inx 7o (Table5), A+
AMERDOS\ 75 AW (E.coli, Klebsiella, Pseu-
domonas, Enterobacter) & 7 5 AR (Staphyloco-
aws) DEFIMZHY (+++) TLoTHZGE LT
el BHPBTORFE VRS PC REH" ©
EZHiEL, WEHHBTHEV-EV-bhBT7 1/
79 3y FREF" DML - oo

=%, $ER4AREHPBTREY 8% L. MZPC
i, E.coli &R L 75% ORIH*R L, MIC (21,56,
%5 pg/ml (Table3) E{EMEHRLico R4 DRE LR
TREIZBD P Vo e 4 OREREY 7o St DM
YETALBbh2ERY, BEEY, AL, @Y,
Y HoXHR s X CREIKMFMEIZ s\ Tit MZPC
1t, E.coli, Klebsiella, Pseudomonas it ¥ D 7 5 A&tk
HicH Uit PC RIEH X b LI, HEHL L HE
ATw3E RT3,

EebdiXx s, BERREOKKENL LTI
HRET2RZHE L, BHPARFLBTTS
BOBRALETH B,

T-tube B D 7 FEFT 35\ Tid BAGAEH B2,
1,275.7+980. 0 ug/ml & ABPC o 25.5+20, 7 gg/mlic
ERLESTE\ERTRL, X5 REMIEH SR
Bef Lt hids RO B 5010 2§ —FK L,
MZPC 12 PC RHEHDd T EHFBTOMD TR
REMTHBE EBTREhI,

FREORE L/ VS O~ T, EXH FEF
12 8) tBEMER (GEA 4, 5, 6, 7) k2T TK
HOBH B TR ¥ MR Lic2t, MREL bic, MZPC
ORH+BFIIRIFTH D, oMK, AEEIZEDL
hftﬂ‘o‘fco

UL, SE618 0 X 5 iR EPAZRMBARMICHEE L

PIENCRIAN BT DO BIF/ MZPC CLIR i EEY
MUk SHIXEH OWMTFMRO BN - X » EHMT —
ADRP LI LB R, Lictio THE % R
B RN T 2R8I, HEROEHBTOE
TLTWBZ LML T LENALE, LIvLE
b, ZOETR ENBROBROEC X bW+
"‘bh-cb‘awo

T T A RO RIMENL L b D
MIC L EEZLERTHS, MIPC » MIC % & 35 &
(Table 8) MBIV VA 7 5 A HEBE T2 ABPCX
H b M\ MIC ©H 2%, BRMHBEDOKIA ¥ 5D 5
79 AN TIEV MIC %R, BEROKE? ©
b ABPC, CBPC X b Bh T h Ml CRLH 2R
TE2HLD LB,

BIfFRIBIL Tz, RZ - RBARLO7 vA¥—FER
% GOT, GPT LR /s & O feERE X ARKR T 1 51
LY N8 (/9. 1078 =1

(EMXo ERZFEM 59 426 A4 H~6 H¥ 32
BR{EEREELBS - R TRELE,)

X LS
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CLINICAL STUDIES WITH MEZLOCILLIN IN
THE BILIARY DISEASE

Kaoru Itose, Masato Furukawa, TosuiNort NAKATA, Ryuner Yamapa,
Artusur Sakat, Suiceru Maepa, Tosuryukt MoriNaca and

Mirsunt Oursuso
The Department of Surgery, National Nagasaki-Chuo Hospital

1) The concentration of mezlocillin (MZPC) in serum and bile was estimated after drip infusion
of 2g of the drug in 8 patients, who have performed cholecystectomy, choledochotomy and T-tube
drainage for gallstone diseases or PTC-drainage. Administration of ampicillin(ABPC) 2g was com-
pared by the crossover method.

2) After 2g drip infusion of MZPC, the mean serum concentration was 142.5+99.0 uxg/ml at 15
min, 56.4:20.1 uzg/ml at one hour, 16.9+6.6 #g/ml at 3 hours. The maintenance period of serum
concentration was inclined to be equal in MZPC with in ABPC.

3) After 2g drip infusion of MZPC, the mean bile concentration reached to 1,136.44-895. 4 ug/ml
in 2 hours and it was maintained as high as 1,008. 64:938. 3 ug/ml even after 3 hours. On the other
hand, after 2 g drip infusion of ABPC, the mean bile concentration was only 20.9+21.7 gg/ml in 3
hours and was low level in the progress.

4) As compared with the highest concentration of MZPC and ABPC in same patient, the mean
bile concentration of MZPC (1,275.7+980.0 ug/ml) was about 50 times higher than that of ABPC
(25. 5:20. 7 pug/ml).

5) Minimum inhibitory concentration(MIC) of ABPC in the group of gram-positive cocci was from
0.1 to 3.13 gg/ml, MIC of MZPC in that group was from 0.78 to 6.25 ug/ml. But MIC of ABPC
in the group of gram-negative bacilli was from 0.78 to over 100 ug/ml, MIC of MZPC in that group
was from 1.56 to 100 zg/ml. The value in MZPC was lower than that in ABPC at gram-negative
bacilli. .

No side effects was seen in all patients.



